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(57) Abstract: A method of 
treating a patient suffering from 
poisoning by clostridial toxin 
wherein a SNARE (soluble 
(N-emylmaleimide-sensitive 
fusion protein)-attachment protein 
receptor) that is resistant to 
proteolysis by the said clostridial 
toxin (toxin-resistant SNARE) 
and/or is capable of inhibiting the 
clostridial toxin is supplied to a 
cell of the patient. The SNARE 
that is resistant to proteolysis 
may be, synaptosomal-associated 
polypeptide of 25 kDA (SNAP-25). 
The SNAP-25 is preferably 
resistant to proteolysis by BoNT/A, 
BoNT/E and BoNT/C. A method 
of treating a patient in need of 
inhibition of SNARE-dependent 
exocytosis from a cell capable of 
performing SNARE-dependent 
exocytosis wherein a derivative 
(inhibitory SNARE) that is capable 
of inhibiting SNARE-dependent 
exocytosis is supplied to the said 
cell of the patient. The inhibitory 

SNARE may be a fragment of SNAP-25 that is derivable by cleavage of SNAP-25 by botulinum toxin A (BoNT/A). The cell 
may be, for example, a nerve cell, adreno-chromaffin cell or insulin-secreting cell. The SNARE may be supplied to the cell by 
expressing recombinant polynucleotide construct. The SNARE or construct may be targeted to a nerve cell, by means of an inactive 
clostridial neurotoxin. The SNARE may be expressed under the target cell-specific promoter. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



1. Claims: l-5(partly), 8-16(partly) , 25-39(partly) , 
42-45(partly) and 47(partly) 



are directed towards forms of SNARE molecules resistant to 
cleavage by clostridial toxins, their uses and 
polynucleotides coding therefor. 

2. Claims: l-18(partly) , 25-39(partly) and 42-47(partly) 

are directed towards forms of SNARE molecules capable of 
blocking the proteolytic activity of clostridial toxins, 
their uses and polynucleotides coding therefor 



3. Claims: 25-28(partly) , 30-39(partly) , 

42-44(partly) and 46-47(partly) 



are directed towards forms of SNARE molecules capable of 
inhibiting SNARE-medi ated exocytosis, their uses and 
polynucleotides coding therefor. 



4. Claims: 26-28(partly) , 30(partly), 33-35(partly) , 
37-39(partly), 40, 41. 
42-44(partly) and 47(partly) 



are directed towards a gene therapy delivery system based on 
proteolyti cally inactive form of clostridial toxin. 
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